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L27 27 DUP REM L2 6 (13 DUPLICATES REMOVED) 
=> d que 127 

LI 72837 SEA LIU Y?/AU 

L2 167 SEA LI AND PARKINSON? 

L3 3 SEA L2 AND KINASE? 

L4 6 SEA L2 AND MIXED 

L6 681 SEA MIXED (5A) LINEAGE (3A) KINASE? 

L7 4 5 SEA L6 AND PARKINSON? 

L8 1 SEA L7 AND ATP? 

L9 3959 SEA PREVENT? (5A) NEURON? (5A) DEATH? 

L10 10 SEA L6 AND L9 

L13 53971 SEA NEURON? (5A) DEATH? 

L14 82 SEA L13 AND L6 

L15 1 SEA ATP? AND L14 

LI 9 4 3 SEA NEURODEGENERAT? AND L6 

L20 1 SEA L19 AND ATP? 

L21 2 SEA ATP{5A) BIND? AND MIXED (5A) LINEAGE (3A) KINASE? 

L22 4 SEA ATP(5A) BIND? AND MLK? 

L23 120 SEA SEK? AND (PARKINSON? OR NEURODEGENERAT? OR NEURON? (5A) 

DEATH OR NEURON? (5A) APOPTO?) 

L24 1 SEA L23 AND ATP? 

L25 13 SEA L23 AND BIND? 

L26 40 SEA L3 OR L4 OR L8 OR L10 OR L15 OR (L20 OR L21 OR L22) OR L24 
OR L25 

L27 27 DUP REM L2 6 (13 DUPLICATES REMOVED) 
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altered in multiple sclerosis (MS) . These markers can be used to diagnose 
or predict MS in subjects, and can be used in the monitoring of therapies. 
In addition, these genes identify therapeutic targets, the modification of 
which may prevent MS development or progression. 
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The present invention generally relates to methods and compns . for 
treating neurol. disorders and diseases. The invention is based on the 
discovery of novel interactions involving several newly discovered 
interacting proteins in neurodegenerative disorders and neurodegenerative 
disease pathways, suggesting that modulation of such interactors may lead 
to alleviation of symptoms, delay of onset of symptoms, or treatment of 
the diseases or symptoms of the diseases. The interacting proteins 
identified in yeast two-hybrid assay systems include: focal adhesion 
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kinase 2 (FAK2), 5-catenin, glypican 1, HLA-B-associated transcript 3 
(BAT3), low-d. lipoprotein receptor-related protein 2 (LRP2) , 
transthyretin, protein PN7740, amyloid p (A4) precursor 
protein-binding family A member 1 (APBA1 or Mintl), presenilin 1 
alternative transcript (PSI{467)), glutamate ammonia ligase, and others. 
In addition, the protein-protein interactions can facilitate the formation of 
protein complexes both in vitro and in vivo. This enables novel 
approaches for drug screening to select not only drug candidates that 
modulate the well-known drug targets employed in the interaction discovery 
process, but also drug candidates that modulate either the newly 
discovered interactor proteins or the protein-protein interactions 
themselves . 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Parkinson's disease is characterized by the progressive 

degeneration of dopaminergic neurons in the substantia nigra. We have 
previously reported that lipopolysaccharide (LPS) -induced degeneration of 
dopaminergic neurons is mediated by the release of proinflammatory factors 
from activated microglia. Here, we report the pivotal role of NADPH 
oxidase in inflammation-mediated neurotoxicity, where the LPS-induced loss 
of nigral dopaminergic neurons in vivo was significantly less pronounced 
in NADPH oxidase-def icient ( PHOX-/-) mice when compared with control 
(PHOX+/+) mice. Dopaminergic neurons in primary mensencephalic neuron-glia 
cultures from PHOX+/+ mice were significantly more sensitive to LPS- 
induced neurotoxicity in vitro when compared with PHOX-/- mice. Further, 
PHOX+/+ neuron-glia cultures chemically depleted of microglia failed to 
show dopaminergic neurotoxicity with the addition of LPS. Neuron-enriched 
cultures from both PHOX+/+ mice and PHOX-/- mice also failed to show any 
direct LPS- induced dopaminergic neurotoxicity. However, the addition of 
PHOX+/+ microglia to neuron-enriched cultures from either strain resulted 
in reinstatement of LPS- induced dopaminergic neurotoxicity, supporting 
the role of microglia as the primary source of NADPH oxidase-generated 
insult and neurotoxicity. Immunostaining for F4/80 in mensencephalic 
neuron-glia cultures revealed that PHOX-/- microglia failed to show 
activated morphology at 10 h, suggesting an important role of reactive 
oxygen species (ROS) generated from NADPH oxidase in the early activation 
of microglia. LPS also failed to elicit extracellular superoxide and 
produced low levels of intracellular ROS in microglia-enriched cultures 
from PHOX-/- mice. Gene expression and release of tumor necrosis factor 
alpha was much lower in PHOX-/- mice than in control PHOX-/- mice. 
Together, these results demonstrate the dual neurotoxic functions of 
microglial NADPH oxidase: 1) the production of extracellular ROS that is 
toxic to dopamine neurons and 2) the amplification of proinflammatory gene 
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expression and associated neurotoxicity. 
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The systemic administration of trimethyltin (TMT, 2.8 mg/kg, i.p.) induced 
granule cell death in the mouse dentate gyrus selectively 2 days later. 
The administration of TMT not only enhanced activator protein-1 DNA 
binding, along with an increase in expression of c-Jun and Fra-2, 
in the hippocampus 1 day later, but also facilitated phosphorylation of 
c-Jun N-terminal kinase (JNK) within the cytosol and nucleus. There was 
also a concomitant increase in the level of phosphorylated JNK kinase 
(MKK4/SEK1) in the cytosol 16-24 h after the administration. 
Moreover, TMT markedly elevated endogenous levels of both phosphorylated 
c-Jun and phosphorylated activating transcription factor-2 (ATF-2), in 
addition to activating JNK activity in the nuclear extracts obtained 16-24 
h post-administration. Immunohistochemical analysis revealed that whereas 
Fra-2 and phosphorylated ATF-2 were expressed in the CA1 pyramidal cell 
layer predominantly, phosphorylated c-Jun was observed in both the CA1 
pyramidal and dentate granule cell layers after TMT administration. Taken 
together, our data indicate that TMT activates the JNK pathway in the 
hippocampus prior to neuronal cell death. The prior 
activation of this pathway could be at least in part involved in the 
TMT-induced neural damage seen in the dentate granule cells of mice. 
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AB The c-Jun N-terminal protein kinases (JNKs) form one subfamily of the 

mitogen-activated protein kinase (MAPK) group of serine/ threonine protein 
kinases. The JNKs were first identified by their activation in response to 
a variety of extracellular stresses and their ability to phosphorylate the 
N-terminal transactivation domain of the transcription factor c-Jun. One 
approach to study the function of the JNKs has included in vivo gene 
knockouts of each of the three JNK genes. Whilst loss of either JNK1 or 
JNK2 alone appears to have no serious consequences, their combined 
knockout is embryonic lethal. In contrast, the loss of JNK3 is not 
embryonic lethal, but rather protects the adult brain from 
glutamate-induced excitotoxicity . This latter example has generated 
considerable enthusiasm with JNK3, considered an appropriate target for 
the treatment of diseases in which neuronal death 
should be prevented (e.g. stroke, Alzheimer's and 
Parkinson's diseases). More recently, these gene knockout animals 
have been used to demonstrate that JNK could provide a suitable target for 
the protection against obesity and diabetes and that JNKs may act as 
tumour suppressors. Considerable effort is being directed to the 
development . of chemical inhibitors of the activators of JNKs (e.g. 
CEP-1347, an inhibitor of the MLK family of JNK pathway activators) or of 
the JNKs themselves (e.g. SP600125, a direct inhibitor of JNK activity) . 
These most commonly used inhibitors have demonstrated efficacy for use in 
vivo, with the successful intervention to decrease brain damage in animal 
models (CEP-1347) or to ameliorate some of the symptoms of arthritis in 
other animal models (SP600125) . Alternative Peptide-based inhibitors of 
JNKs are now also in development. The possible identification of 
allosteric modifiers rather than direct ATP competitors could 
lead to inhibitors of unprecedented specificity and efficacy. (C) 2003 
Elsevier B.V. All rights reserved. 
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AB Disclosed herein are 4 9 cDNA sequences that encode novel human 

polypeptides that are members of various protein families. Also disclosed 
are polypeptides encoded by these nucleic acid sequences, and antibodies, 
which immunospecif ically-bind to the polypeptide, as well as derivs . , 
variants, mutants, or fragments of the aforementioned polypeptide, 
polynucleotide, or antibody. The invention further discloses therapeutic, 
diagnostic and research methods for diagnosis, treatment, and prevention 
of disorders involving any one of these novel human nucleic acids and 
proteins . 
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2003:532691 HCAPLUS 
139:95435 

Modified receptors on cell membranes for the discovery 
of therapeutic ligands 

Schwartz, Thue W.; Martini, Lene; Heydorn, Arne; 

Jorgensen, Rasmus 

7TM Pharma A/S, Den. 

PCT Int. Appl. , 122 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND 



DATE 



WO 2003055914 
WO 2003055914 
W: AE, AG, 



CO, 
GM, 
LS, 
PL, 
UA, 
GH, 
KG, 
FI, 
CF, 

PRIORITY APPLN. 
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PT, 
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HU, 
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LV, 
RU, 
UZ, 
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RU, 
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20030710 
20031023 
AT, AU, AZ, 
DK, 
IN, 
MD, 
SD, 
VN, 
MZ, 
TM, 
IT, 
GN, 



APPLICATION NO. 



WO 2002-DK900 



DATE 



20021220 



DE, 
IL, 
MA, 
SC, 

vc, 

MW, 
TJ, 
IE, 
GA, 



DM, 
IS, 
MG, 
SE, 
YU, 
SD, 
AT, 
LU, 
GQ, 



BZ, 
GB, 
KZ, 
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TN, 
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DE, 
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TD, 
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GD, 
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TR, 



CH, 
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LK, 
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PH, 
TZ, 
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AM, 
DK, 
TR, 
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A 20011221 
A 20020122 
A 20020703 
P 20020703 



AB A drug discovery method 
the group consisting of 



BA, BB, BG, BR, BY, 
DZ, EC, EE, ES, FI, 
JP, KE, KG, KP, KR, 
MK, MN, MW, MX, MZ, 
SG, SK, SL, TJ, TM, 
ZA, ZM, ZW 
SL, SZ, TZ, UG, ZM, 
BE, BG, CH, CY, CZ, 
MC, NL, PT, SE, SI, 
GW, ML, MR, NE, SN, 
DK 2001-1944 
DK 2002-113 
DK 2002-1043 
US 2002-394122P 
is provided for selecting a compound selected from 
a small organic substance, a biopharmaceutical, or 
antibody or part thereof. The method comprises the steps of (i) 
expressing one or more receptors on a cell membrane, such as, e.g., an 
exterior cell surface of a cell, (ii) contacting one or more expressed 
receptors with a test compound or a selection of test compds . (libraries), 
and (iii) selecting one or more compds. based on its ability to bind one 
or more receptors. The step of expressing the one or more receptors 
comprises capturing one or more receptors on the exterior cell surface in 
a conformation that predominantly enables binding or interaction with a 
ligand, and the conformation that predominantly enables binding or 
interaction with a ligand is provided by modification of one or more 
receptors by a method comprising at least one of the following: (a) fusion 
with any protein which keeps the receptor in the desired conformation such 
as, e.g. an arrestin, a modified arrestin, a G-protein or a modified 
G-protein, (b) site-directed mutagenesis, and (c) deletion. The receptors 
may be captured on the exterior cell surface by at least one of the 
following: (d) interaction of the receptor with a scaffolding protein, 
optionally, with a scaffolding protein network and (e) means for blocking 
receptor internalization, e.g. by co-expression of a mutated dynamin or a 
modified arrestin or by use of chems . such as, e.g., sucrose and/or Tris. 
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Thus, by coexpressing of either the wild-type receptor or by modifying the 
receptor by engineering for example a recognition motif for a strong 
binder into its structure (for example, a PDZ recognition motif at its 
C-terminal end) , and coexpression of this with a scaffolding protein such 
as PSD-95 or a modified scaffolding protein which interacts with the 
cytoskeleton at the cell surface or is made to be closely associated with the 
membrane through a lipid anchor, a high level of surface expression can be 
ensured, which will benefit its use in the drug discovery process. As a 
result of the strong tendency of the scaffolding proteins to interact with 
each other, just the cotransf ection with one or more appropriate 
scaffolding proteins or modified scaffolding protein may also lead to the 
formation of patches with high local concns of the receptor or modified 
receptor, which will be highly beneficial in the drug discovery process 
where they are used initially to select binding mols. The method is 
exemplified by expression of the NK1 receptor in an agonist high-affinity 
binding form at the surface of transfected cells through fusion with 
arrestin or the N-terminal fragment of arrestin. 
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ACCESSION NUMBER: 2003280930 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 12684520 

TITLE: JNK- independent activation of c-Jun during neuronal 

apoptosis induced by multiple DNA-damaging agents. 

AUTHOR: Besirli Cagri Giray; Johnson Eugene Malcolm Jr 

CORPORATE SOURCE: Department of Neurology, Washington University School of 

Medicine, St . Louis, Missouri 63110, USA. 

CONTRACT NUMBER: R01NS38651 (NINDS) 
R37AG-12947 (NIA) 

SOURCE: Journal of biological chemistry, (2003 Jun 20) 278 (25) 

22357-66. 

Journal code: 2985121R. ISSN: 0021-9258. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200308 

ENTRY DATE: Entered STN: 20030617 

Last Updated on STN: 20030822 
Entered Medline: 20030821 

AB Activation of the JNK pathway and induction of the AP-1 transcription 

factor c-Jun are critical for neuronal apoptosis caused by a variety of 
insults. Ara-C-induced DNA damage caused rapid sympathetic neuronal death 
that was associated with an increase of c-jun expression. In addition, 
c-Jun was phosphorylated in its N-terminal transactivation domain, which 
is important for c- Jun-mediated gene transcription. Blocking c-Jun 
activation by JNK pathway inhibition prevented neuronal 
death after stress. In contrast, neither the JNK inhibitor 
SP600125 nor the mixed lineage kinase 

inhibitor CEP-1347 prevented cytosine arabinoside-induced 
neuronal death, demonstrating that the JNK pathway was 

not necessary for DNA damage-induced neuronal apoptosis. Surprisingly, 
SP600125 or CEP-1347 could not block c-Jun induction or phosphorylation 
after DNA damage. Pharmacological inhibitors of cyclin-dependent kinase 
(CDK) activity completely prevented c-Jun phosphorylation after DNA 
damage. These results demonstrate that c-Jun activation during DNA 
damage-induced neuronal apoptosis was independent of the classical JNK 
pathway and was mediated by a novel c-Jun kinase. Based on 
pharmacological criteria, DNA damage-induced neuronal c-Jun kinase may be 
a member of the CDK family or be activated by a CDK-like kinase. 
Activation of this novel kinase and subsequent phosphorylation of c-Jun 
may be important in neuronal death after DNA damage. 
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Stress Connecting Heat Shock Protein 70 to the JNK 
Pathway 

Merienne, Karine; Helmlinger, Dominique; Perkin, 
Gordon R.; Devys, Didier; Trottier, Yvon 
INSERM, CNRS, Institut de Genetique et de Biologie 
Moleculaire et Cellulaire, Universite Louis Pasteur, 
Illkirch C.U. de Strasbourg, 67404, Fr. 
Journal of Biological Chemistry (2003), 278(19), 
16957-16967 

CODEN: JBCHA3; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 
Biology 
Journal 
English 

Polyglutamine diseases, including Huntington's disease, designate a group 
of nine neurodegenerative disorders characterized by the 
presence of a toxic polyglutamine expansion in specific target proteins. 
Using cell and mouse models, the authors have shown that expanded 
polyglutamine led to activation of the stress kinase JNK and the 
transcription factor AP-1, which are implicated in neuronal 
death. Polyglutamine expansion-induced stress shared common 
features with protein-damaging stress such as heat shock, because 
activation of JNK involved inhibition of JNK phosphatase activities. 
Indeed, expanded polyglutamine impaired the solubility of the dual-specificity 
JNK phosphatase M3/6. Aggregation of M3/6 by polyglutamine expansion 
appeared to be indirect, because M3/6 was not recruited into polyglutamine 
inclusions. The heat shock protein HSP70, which is known to inhibit JNK 
during the heat shock response, suppressed polyglutamine-mediated 
aggregation of M3/6 and activation of JNK. Interestingly, levels of HSP70 
were down-regulated by polyglutamine expansion. The authors suggest that 
reduction of HSP70 by expanded polyglutamine is implicated in aggregation and 
inhibition of M3/6 and in activation of JNK and AP-1. 
REFERENCE COUNT: 4 9 THERE ARE 4 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 139:98637 

TITLE: Glycogen Synthase Kinase 3(3 Is a Natural 

Activator of Mitogen-activated Protein 
Kinase/Extracellular Signal-regulated Kinase Kinase 
Kinase 1 (MEKK1) 

Kim, Jin Woo; Lee, Ji Eun; Kim, Myung Jin; Cho, 
Eun-Gyung; Cho, Ssang-Goo; Choi, Eui-Ju 
Graduate School of Life Science and Biotechnology, 
National Creative Research Initiative Center for Cell 
Death, Korea University, Seoul, 136-701, S. Korea 
Journal of Biological Chemistry (2003) , 278 (16) , 
13995-14001 

CODEN: JBCHA3; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 
Biology 
Journal 
English 

Glycogen synthase kinase 3p (GSK3p) is implicated in many biol . 
events, including embryonic development, cell differentiation, apoptosis, 
and insulin response. GSK3P has now been shown to induce activation 
of the mitogen-activated protein kinase kinase kinase MEKK1 and thereby to 
promote signaling by the stress-activated protein kinase pathway. 
GSK3p- binding protein blocked the activation of MEKK1 by 
GSK3P in human embryonic kidney 2 93 (HEK293) cells. Furthermore, 
co-immunopptn. anal, revealed a phys . association between endogenous 
GSK3P and MEKK1 in HEK293 cells. Overexpression of axinl, a 
GSK3p-regulated scaffolding protein, did not affect the phys. 
interaction between GSK3p and MEKK1 in transfected HEK293 cells. 
Exposure of cells to insulin inhibited the activation of MEKK1 by 



SOURCE 
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DOCUMENT TYPE: 
LANGUAGE : 
AB 
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GSK3p, and this inhibitory effect of insulin was abolished by the 
phosphatidylinositol 3-kinase inhibitor wortmannin. Furthermore, MEKK1 
activity under either basal or UV- or tumor necrosis factor 
ot-stimulated conditions was reduced in embryonic fibroblasts derived 
from GSK3p knockout mice compared with that in such cells from 
wild-type mice. Ectopic expression of GSK3p increased both basal and 
tumor necrosis factor a-stimulated activities of MEKK1 in 
GSK3p-/- cells. Together, these observations suggest that GSK3p 
functions as a natural activator of MEKK1. 
REFERENCE COUNT: 51 THERE ARE 51 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2003092602 EMBASE 

TITLE: Pyrrolidine dithiocarbamate-induced neuronal cell 

death is mediated by Akt, casein kinase 2, c-Jun 
N-terminal kinase, and IkB kinase in embryonic 
hippocampal progenitor cells. 

AUTHOR: Min Y.K.; Park J.H.; Chong S.A.; Kim Y.S.; Ann Y.S.; Seo 

J.T.; Bae Y.S.; Chung K.C. 

CORPORATE SOURCE: Dr. K.C. Chung, Department of Biology, College of Sciences, 

Yonsei University, Shinchon-dong 134, Seodaemun-gu, Seoul 
120-74 9, Korea, Republic of . kchung@ yonsei . ac. kr 

SOURCE: Journal of Neuroscience Research, (1 Mar 2003) 71/5 

(689-700) . 
Refs: 51 

ISSN: 0360-4012 CODEN: JNREDK 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 008 Neurology and Neurosurgery 

029 Clinical Biochemistry 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Pyrrolidine dithiocarbamate (PDTC) is known to induce cell death by the 
stimulation of intracellular zinc transport and subsequent modulation of 
nuclear factor-KB (NF-kB) activity. Zinc is a signaling 

messenger that is released by neuronal activity at many central excitatory 
synapses. Excessive synaptic release of zinc followed by entry into 
vulnerable neurons contributes to severe neuronal cell 
death. In the present study, we explored how PDTC modulates 
intracellular signal transduction pathways, leading to neuronal 
cell death. The exposure of immortalized embryonic hippocampal 
cells (H19-7) to PDTC within the range of 1-100 uM caused cell death in 
a dose-dependent manner. During the cell death, NF-kB activity 
increased in response to PDTC, and this activity corresponded well with 
the increase of intracellular free zinc levels, implying that the 
activation of NF-kB transmits the cell death signals of PDTC. 
Furthermore, PDTC caused the activation of IkB kinase (IKK), casein 
kinase 2 (CK2) , phosphatidylinositol 3-kinase (PI-3K) , and Akt, as well as 
mitogen-activated protein kinases (MAPKs), such as extracellular 
signal-regulated kinase (ERK) and c-Jun N-terminal kinase ( JNK) , but not 
p38 kinase. The blockade of PI-3K, JNK, and CK2 pathways resulted in a 
remarkable suppression of PDTC-induced cell death and also the activation 
of IKK, which subsequently led to a decrease of IkB phosphorylation. 
Although the overexpression of dominant-negative SEK in a 
transient manner did not inhibit the activation of Akt by PDTC, the 
transfection of kinase-inactive Akt mutants did cause a remarkable 
blockade of JNK activation, implying that Akt is present upstream of JNK 
in the PDTC-signaling pathways. Moreover, whereas selective CK2 inhibitors 
suppressed PDTC-induced JNK activation, the inhibition of JNK did not 
affect CK2 activity, suggesting that CK2 is directly related to the 
regulation of cell viability by PDTC and that the CK2-JNK pathway could be 
a downstream target of PDTC. Taken together, our results suggest that 
PDTC-mediated accumulation of intracellular zinc ions may affect cell 
viability by modulating several intracellular signaling pathways in 
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2004:136082 BIOSIS 
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Regulation of c-Jun N-terminal kinase activation 
in hydrogen peroxide induced neurotoxicity. 
Wang , Wei; Hou , Xiao- Yu ; Gao , Can ; Liu , Yong ; 
Zong, Yan-Yan; Zhang, Guang-Yi [Reprint Author] 
Research Center for Biochemistry and Molecular Biology, 
Xuzhou Medical College, 84 West Huaihai Road, Xuzhou, 
Jinagsu, 221002, China 
wwang@ion . ac . cn; gyzhang@xzmc . edu . cn 
Journal of Neurocytology, (February 2003) 
pp. 143-151. print. 
ISSN: 0300-4864 (ISSN print). 
Article 
English 

Entered STN: 10 Mar 2004 
Last Updated on STN: 10 Mar 2004 
C-Jun N-terminal kinase 1 and 2 (JNK1/2) have been shown to be 
transiently activated and involved in neurotoxicity. We searched for 
possible upstream molecules, which are responsible for the regulation of 
hydrogen peroxide- (H202 ) induced JNK1/2 activation and JNKl/2-mediated 
apoptotic-like cell death in cultured rat cortical neurons. The results 
showed that JNK1/2 activation (monitored by anti-diphosphorylated JNK1/2 
antibody) was largely prevented by elimination of extracellular Ca2+ or 
blockage of NMDA-receptors (NMDA-R) , and was weakly but significantly 
decreased by blockage of L-type voltage-gated calcium channel (L-VGCC) ; 
furthermore, JNK1/2 activation was largely prevented by inhibition of 
Ca2+/calmodulin-dependent protein kinase-II (CaMKII) and 
protein-tyrosine kinases (PTK) . We also found that H202-induced 
apoptotic-like cell death was partially prevented by elimination of 
extracellular Ca2+, or by inhibition of NMDA-R, L-VGCC, PTK and CaMKII, 
respectively. The above results suggest that in H202-induced 
neurotoxicity, JNK1/2 activation is mainly mediated by NMDA-R and L-VGCC. 
Consequently, PTK and CaMKII are critical intermediaries in JNK1/2 
activation and are mainly responsible for JNKl/2-mediated apoptotic-like 
cell death. 
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Dopaminergic modulation of neuronal activity in the 
striatum. 
Liu Y. ; Hu G. 

Y. Liu, Dept. of Pharmacology, Nanjing Medical University, 
Nanjing 210029, China, ghu@njmu.edu.cn 
Chinese Pharmacological Bulletin, (2003) 19/1 (5-8) . 
Refs: 18 

ISSN: 1001-1978 CODEN: ZYTOE8 
China 

Journal; Article 
002 Physiology 
008 Neurology and Neurosurgery 
030 Pharmacology 
037 Drug Literature Index 

Chinese 

English; Chinese 

The striatum is involved in diverse behaviors which depend on intact 
dopaminergic innervation. Recent electrophysiological studies have 
revealed that dopamine alters both voltage-dependent conductances and 
synaptic transmission, resulting in state-dependent modulation of target 
cells. This review makes clear predictions about how dopamine should alte 
the responsiveness of striatal neurons to extrinsic excitatory synaptic 
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Gene sequences from Methylococcus capsulatus as probes 
in DNA arrays for the determination of differential 
gene expression 
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PCT Int. Appl., 678 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2002055655 




A2 




20020718 




WO 2002-NO19 






20020114 


WO 2002055655 




A3 




20021205 












WO 2002055655 




CI 




20030828 














W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BY, 


BZ, 


CA, CH, CN,' 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, ES, 


FI, 


GB, 


GD, GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, KP, 


KR, 


KZ, 


LC , LK, LR , 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, MX, 


MZ, 


NO, 


NZ, OM, PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, TJ, 


TM, 


TN, 


TR, TT, TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


zw 










RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, UG, 


ZM, 


ZW, 


AM, AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


CH, 


CY, DE, 


DK, 


ES, 


FI, FR, GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, BJ, 


CF, 


CG, 


CI, CM, GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










PRIORITY APPLN. 


INFO, 














NO 2001-235 
NO 2001-239 






A 20010112 
A 20010112 



AB The invention related to method and systems for the determination of alteration of 
gene expression in Methylococcus capsulatus under a variety of conditions. 
A preferred embodiment of the invention relates to microarrays comprising 
polynucleotides or oligonucleotides representative for a selective number of 
the genes of M. capsulatus. Thus, whole genome random sequencing and 
assembly of M. capsulatus strain NCIMB 11132 was achieved with a total of 
6- and 2-fold coverage of genome from BMC and BMD plasmid libraries. The 
genes are used as probes for the generation of an array system for the 
determination of differential expression due to alterations in incubation 
conditions, for example, at high or low concns . of Cu2+. Subsets of DNA 
sequences are identified for measurement of key metabolic features (metabolism 
of C and N, serine , and butanediol pathways, lipid metabolism, and energy 
metabolism) , regulator genes, and transport and secretion. The sequences for 
a total of 1840 DNA fragments and/or genes of M. capsulatus are provided. 
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in mammals, affected with neurological conditions such as 

Huntington's disease, Alzheimer's disease. 
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AN 2002-187722 [24] 
CR 2000-086442- [07] 
AB US2002006606 A UPAB: 20020610 

NOVELTY - A compound found to have Mixed-lineage 

kinase (MLK) and/or c-Jun N-terminal kinase (JNK) inhibitor 

activity, is treated with mammalian neurons having activated MLK and/or 

JNK activity. A decrease in the number of dead neurons (in the presence 

of compound), in comparison to number of dead neurons (in the compounds 

absence) , indicates the anti-neuronal apoptosis effect of the compound. 

DETAILED DESCRIPTION - A compound is treated with MLK and/or JNK 
protein and a substrate. The level of JNK and/or MLK activity is 
measured, if the activity of the JNK and/or MLK is found to decrease in 
the presence of the compound (when compared to the activity in the 
absence of the compound) , the compound is confirmed to be a JNK and/or 
MLK inhibitor. This compound is treated with mammalian neurons having 
activated Mixed-lineage kinase (MLK) and/or 

c-Jun N-terminal kinase (JNK) activity. The number of dead neurons is 
determined. A decrease in the number of dead neurons (in the presence of 
compound) , in comparison to the normal number of dead neurons, indicates 
the ability of the compound to prevent neuronal 
death . 

USE - For treating mammals with neurological diseases such as 
Huntington's disease or Alzheimer's disease, which involves nerve cell 
death by glutamate or kainic acid mediated excitotoxicity (claimed) . 
Dwg. 0/14 
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Signaling events in amyloid p-peptide-induced 
neuronal death and insulin- like 
growth factor I protection 
Wei, Wanli; Wang, Xiantao; Kusiak, John W. 
Molecular Neurobiology Unit, Laboratory of Cellular 
and Molecular Biology, NIA, Intramural Research 
Program, National Institutes of Health, Baltimore, MD, 
21224, USA 

Journal of Biological Chemistry (2002), 277(20), 
17649-17656 

CODEN: JBCHA3; ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Amyloid p-peptide (AP) is implicated as the toxic agent in 

Alzheimer's disease and is the major component of brain amyloid plaques. 
In vitro, AP causes cell death, but the mol. mechanisms are unclear. 
The authors analyzed the early signaling mechanisms involved in AP 
toxicity using the SH-SY5Y neuroblastoma cell line. AP caused cell 
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death and induced a 2- to 3-fold activation of JNK. JNK activation and 
cell death were inhibited by overexpression of a dominant-neg . 
SEK1 (SEK1-AL) construct. Butyrolactone I, a cdk5 
inhibitor, had an addnl . protective effect against Ap toxicity in 
these SEKl-AL-expressing cells suggesting that cdk5 and JNK 
activation independently contributed to this toxicity. Ap also 
weakly activated ERK and Akt but had no effect on p38 kinase. Inhibitors 
of ERK and phosphoinositide 3-kinase (PI3K) pathways did not affect 
Ap-induced cell death, suggesting that these pathways were not 
important in Ap toxicity. Insulin-like growth factor I protected 
against AP toxicity by strongly activating ERK and Akt and blocking 
JNK activation in a PI3K-dependent manner. Pertussis toxin also blocked 
Ap-induced cell death and JNK activation suggesting that Gi/o 
proteins were upstream activators of JNK. The results suggest that 
activation of the JNK pathway and cdk5 may be initial signaling cascades 
in Ap-induced cell death. 
REFERENCE COUNT: 69 THERE ARE 69 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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TITLE: Identification of genes regulated by dexamethasone in 

multiple myeloma cells using oligonucleotide arrays 

AUTHOR(S): Chauhan, Dharminder; Auclair, Daniel; Robinson, 

Elisabeth K.; Hideshima, Teru; Li, Guilan; Podar, 
Klaus; Gupta, Deepak; Richardson, Paul; Schlossman, 
Robert L. ; Krett, Nancy; Chen, Lan Bo; Munshi, Nikhil 
C; Anderson, Kenneth C. 

CORPORATE SOURCE: The Jerome Lipper Multiple Myeloma Center, Department 

of Adult Oncology, Dana Farber Cancer Institute, 
Harvard Medical School, Boston, MA, 02115, USA 

SOURCE: Oncogene (2002), 21(9), 1346-1358 

CODEN: ONCNES; ISSN: 0950-9232 

PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Our previous studies have characterized Dexamethasone (Dex) -induced 
apoptotic signaling pathways in multiple myeloma (MM) cells; however, 
related transcriptional events are not fully defined. In the present 
study, gene expression profiles of Dex-treated MM cells were determined using 
oligonucleotide arrays. Dex triggers early transient induction of many 
genes involved in cell defense/repair-machinery. This is followed by 
induction of genes known to mediate cell death and repression of 
growth/survival-related genes. The mol. and genetic alterations associated 
with Dex resistance in MM cells are also unknown. We compared the gene 
expression profiles of Dex-sensitive and Dex-resistant MM cells and 
identified a number of genes which may confer Dex-resistance . Finally, gene 
profiling of freshly isolated MM patient cells validates our in vitro MM 
cell line data, confirming an in vivo relevance of these studies. 
Collectively, these findings provide insights into the basic mechanisms of 
Dex activity against MM, as well as mechanisms of Dex-resistance in MM 
cells. These studies may therefore allow improved therapeutic uses of 
Dex, based upon targeting genes that regulate MM cell growth and survival. 
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Laboratory, Department of Molecular Medicine and Pathology, 
University of Auckland, Auckland, New Zealand. 
Science, (2002 Oct 11) 298 (5592) 425-9. 
Journal code: 0404511. ISSN: 1095-9203. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200211 

Entered STN: 20021012 
Last Updated on STN: 20021214 
Entered Medline: 20021127 
The motor abnormalities of Parkinson's disease (PD) are caused 
by alterations in basal ganglia network activity, including disinhibition 
of the subthalamic nucleus (STN) , and excessive activity of the major 
output nuclei. Using adeno-associated viral vector-mediated somatic cell 
gene transfer, we expressed glutamic acid decarboxylase (GAD) , the enzyme 
that catalyzes synthesis of the neurotransmitter GAB A, in excitatory 
glutamatergic neurons of the STN in rats. The transduced neurons, when 
driven by electrical stimulation, produced mixed inhibitory 
responses associated with GABA release. This phenotypic shift resulted in 
strong neuroprotection of nigral dopamine neurons and rescue of the 
parkinsonian behavioral phenotype . This strategy suggests that 
there is plasticity between excitatory and inhibitory neurotransmission in 
the mammalian brain that could be exploited for therapeutic benefit. 
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Mixed lineage kinase 

family, potential targets for preventing 
neurodegeneration 

Maroney, Anna C; Saporito, Michael S.; Hudkins, 
Robert L. 

Cephalon Inc., West Chester, PA, 19380, USA 
Current Medicinal Chemistry: Central Nervous System 
Agents (2002), 2(2), 143-155 
CODEN: CMCCCO; ISSN: 1568-0150 
Bentham Science Publishers Ltd. 
Journal; General Review 
English 

A review. The c-Jun amino terminal kinase (JNK) cascade leading to c-Jun 
phosphorylation has been implicated in the neuronal cellular response to a 
variety of external stimuli including free radical oxidative stress, 
trophic withdrawal, amyloid toxicity and activation by death domain 
receptor ligands. Although the exact causes of neuronal loss in 
neurodegenerative diseases remain unknown, it has been hypothesized that 
response to these environmental stresses may be contributing factors. 
Agents which block the JNK signaling cascade have been proposed as a 
therapeutic approach for preventing neuronal cell 

death observed in a variety of neurodegenerative diseases including 
Parkinson's, Huntington's, and Alzheimer's disease. The JNKs are 
regulated through a sequential signaling cascade by a series of upstream 
kinases including the mixed lineage 

kinases (MLKs) . Herein, we review the MLK family as a therapeutic 
target and provide evidence with CEP-1347, the most advanced MLK inhibitor 
currently in clin. trails for Parkinson's disease, that intervention at 
the MLK point in the JNK cascade may reduce the susceptibility of neurons 
to degenerate. 
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TITLE: SUBTHALAMIC GLUTAMIC ACID DECARBOXYLASE GENE TRANSFER 

INDUCES HETEROTRANSMISSION AND NEUROPROTECTION in vivo. 

AUTHOR (S): Luo, J. [Reprint Author]; Kaplitt, M. G.; Fitzsimons, H. L. 

[Reprint Author] ; Zuzga, D. [Reprint Author] ; Liu, 
Y. [Reprint Author]; Oshinsky, M. L. [Reprint Author]; 
During, M. J. [Reprint Author] 

CORPORATE SOURCE: Neurosurgery, Thomas Jefferson Univ, Philadelphia, PA, USA 

-SOURCE: Society for Neuroscience Abstract Viewer and Itinerary 

Planner, (2002) Vol. 2002, pp. Abstract No. 461.2. 
http://sfn.scholarone.com. cd-rom. 

Meeting Info. : 32nd Annual Meeting of the Society for 

Neuroscience. Orlando, Florida, USA. November 02-07, 2002. 

Society for Neuroscience. 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
LANGUAGE: English 

ENTRY DATE: Entered STN: 2 Jul 2003 

Last Updated on STN: 2 Jul 2003 

AB Parkinsons disease (PD) leads to an alteration in basal ganglia 

network activity, including disinhibition of the subthalamic nucleus 
(STN) . This leads to excessive activity of the major output nuclei, the 
substantia nigra pars reticulata (SNr) and internal segment of the globus 
pallidus (GPi), which impact on motor activity and lead to the cardinal 
symptoms. Here we describe a genetic approach to test the hypothesis that 
the glutamatergic neurons of the STN can be induced to express glutamic 
acid decarboxylase (GAD) via rAAV-mediated gene transfer, and 'thereby 
change from an excitatory nucleus to a predominantly inhibitory system. 
Combined microdialysis and electrophysiology were used to assess the 
phenotypic shift induced by STN gene transfer. Our data show these 
excitatory glutamatergic neurons, when driven via electrical stimulation, 
result in mixed inhibitory responses associated with an increase 
in GABA release in the SN. This phenotypic shift also results in strong 
neuroprotection of nigral dopamine neurons in vivo associated with rescue 
of the parkinsonian behavioral phenotype . The combination of 
vesicular GABA transporter (VGAT) gene transfer with GAD did not confer 
any additional benefit. Further studies are focused on dissecting the 
mechanisms whereby GAD with or without VGAT co-expression mediates the 
phenotypic shift of excitatory neurons at physiological and 
ultrastructural levels;. These data support a novel approach to the 
treatment of PD and the concept of plasticity between 

excitatory/inhibitory signaling and heterotransmission in the mammalian 
brain. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB CEP-1347 (KT7515) promotes neuronal survival at dosages that inhibit 

activation of the c-Jun amino- terminal kinases (JNKs) in primary embryonic 
cultures and differentiated PC12 cells after trophic withdrawal and in 
mice treated with l-methyl-4-phenyl tetrahydropyridine . In an effort to 
identify molecular target (s) of CEP-1347 in the JNK cascade, JNK1 and 
known upstream regulators of JNK1 were co-expressed in Cos-7 cells to 
determine whether CEP-1347 could modulate JNK1 activation. CEP-1347 
blocked JNK1 activation induced by members of the mixed 
lineage kinase (MLK) family (MLK3, MLK2, MLK1, dual 

leucine zipper kinase, and leucine zipper kinase) , The response was 
selective because CEP-1347 did not inhibit JNK1 activation in cells 
induced by kinases independent of the MLK cascade CEP-1347 inhibition of 
recombinant MLK members in vitro was competitive with ATP, 
resulting in IC, , values ranging from 23 to 51 nM, comparable to 
inhibitory potencies observed in intact cells. In addition, overexpression 
of MLK3 led to death in Chinese hamster ovary cells, and CEP-1347 blocked 
this death at doses comparable to those that inhibited MLK3 kinase 
activity. These results identify MLKs as targets of CEP-1347 in the JNK 
signaling cascade and .demonstrate that CEP-1347 can block MLK-induced cell 
death . ■ 
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TITLE: Zn2 + induces stimulation of the c-Jun N-terminal 

kinase signaling pathway through phosphoinositide 
3-kinase 

AUTHOR (S) : Eom,. Soo-Jung; Kim, Eun Young; Lee, Ji Eun; Kang, Hyo 

Jung; Shim, Jaekyung; Kim, Seong Up; Gwag, Byourig Joo; 
Choi, Eui-Ju 

CORPORATE SOURCE: National Creative Research Initiative Center for Cell 

Death, Graduate School of Biotechnology, Korea 

University, Seoul, S. Korea 
SOURCE: Molecular Pharmacology (2001), 59(5),, 981-986 

CODEN: MOPMA3; ISSN: 0026-895X 
PUBLISHER: American Society for Pharmacology and Experimental 

Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Zn2+, one of the most abundant trace metal ions in mammalian cells, 

modulates the functions of many regulatory proteins associated with a variety 
of cellular activities. In the central nervous system, Zn2+ is highly 
localized in the cerebral cortex and hippocampus. It has been proposed to 
play a role in normal brain function as well as in the pathophysiol . of 
certain neurodegenerative disorders. We here report that 
Zn2+-induced stimulation of the c-Jun N-terminal kinase (JNK) pathway in 
mouse primary cortical cells and^ in various cell lines. Exposure of cells 
to Zn2 + resulted in the stimulation of JNK and its upstream kinases 
including stress-activated protein kinase kinase and mitogen-activated 
protein kinase kinase kinase. Zn2+ also induced stimulation of 
phosphoinositide 3-kinase (PI3K) . The Zn-induced JNK stimulation was 
blocked by LY294002, a PI3K inhibitor, or by a dominant-neg. mutant of 
PI3K. Furthermore, overexpression of RaclN17, a dominant neg. mutant of 
Racl, suppressed the Zn2+ - and PI3Ky-induced JNK stimulation. The 
stimulatory effect of Zn2+ on both PI3K and JNK was repressed by the 
free-radical scavenging agent N-acetylcysteine . Taken together, our data 
suggest that Zn2+ induces stimulation of the JNK signaling pathway through 
PI3K-Racl signals and that the free-radical generation may be an important 
step in the Zn2+ induction of the JNK stimulation. 
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TITLE: Zn (2+) -induced ERK activation mediated by reactive oxygen 

species causes cell death in differentiated PC12 cells. 
Su Ryeon Seo; Seon Ah Chong; Lee S.-I.; Jee Young Sung; Ann 
Y.S.; Chung K.C.; Jeong Taeg Seo 

Dr. J.T. Seo, Department of Oral Biology, Yonsei Univ. 
College of Dentistry, Shinchon-dong 134, Seodaemun-gu, 
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ISSN: 0022-3042 CODEN: JONRA 
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Journal; • Article 

005 General Pathology and Pathological Anatomy 
008 Neurology and Neurosurgery 
029 Clinical Biochemistry 
English 
English 

Recent studies have provided evidence that Zn(2+) plays a crucial role in 
ischemia- and seizure-induced neuronal death. However, 

the intracellular signaling pathways involved in Zn (2+) -induced cell death 
are largely unknown. In the present study, we investigated the roles of 
mitogen-activated protein kinases (MAPKs) , such as c-Jun N-terminal kinase 
(JNK), p38 MAPK and extracellular signal-regulated kinase (ERK), and of 
reactive oxygen species (ROS) in Zn (2+) -induced cell death using 
differentiated PC12 cells. Intracellular accumulation of Zn(2+) induced by 
the combined application of pyrithione (5 uM) , a Zn(2+) ionophore, and 
Zri(2+) (10 uM) caused cell death and activated JNK and ERK, but not p38 
MAPK. Preventing JNK activation by the expression of dominant negative 
SEK1 (SEKAL) did not attenuate Zn (2+) -induced cell 

death, whereas the inhibition of ERK with PD98059 and the expression of 
dominant negative Ras mutant (RasN17) significantly prevented cell death. 
Inhibition of protein kinase C (PKC) and phosphatidylinositol-3 kinase had 
little effect on Zn (2+) -induced ERK activation. Intracellular Zn(2+) 
accumulation resulted in the generation of ROS, and antioxidants prevented 
both the ERK activation and the cell death induced by Zn(2+). Therefore, 
we conclude that although Zn(2+) activates JNK and ERK, only ERK 
contributes to Zn (2+) -induced cell death, and that ERK activation is 
mediated by ROS via the Ras/Raf /MEK/ERK signaling pathway. 
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Coordination and balance between cell survival and apoptosis is crucial 
for normal development and homeostasis of multicellular organisms. 
Defects in control of this balance may contribute to a variety of diseases 
including cancer, autoimmune and neurodegenerative conditions. 
Although a large number of pro- and anti-apoptotic factors acting for or 
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against the final death event have been and are being discovered at an 
extraordinary pace with the recent progress in this area, the molecular 
mechanisms determining whether a cell lives or dies are not fully 
understood. Phosphorylation and dephosphorylation of intracellular 
effector molecules are the most common and important regulatory mechanisms 
in signal transduction and control a variety of cellular events from cell 
growth to apoptosis. Apoptosis signal-regulating kinase 1 (ASK1) is a 
member of the mitogen-activated protein (MAP) kinase kinase kinase family, 
which activates both the SEK1-JNK and MKK3/6-p38 MAP kinase 
pathways and constitutes a pivotal signaling pathway in cytokine- and 
stress-induced apoptosis. This review provides recent findings on the 
molecular mechanisms which determine cell fate such as survival, 
proliferation, differentiation or apoptosis, with special focus on the 
regulatory mechanisms of ASKl-mediated apoptosis. 
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AB WO 9958982 A UPAB: 20020618 

NOVELTY - A compound found to have Mixed- lineage 

kinase (MLK) and/or c-Jun N-terminal kinase (JNK) inhibitor 

activity, is treated with mammalian neurons having activated MLK and/or 

JNK activity. A decrease in the number of dead neurons (in the presence 

of compound), in comparison to number of dead neurons (in the compounds 

absence), indicates the anti-neuronal apoptosis effect of the compound. 

DETAILED DESCRIPTION - A compound is treated with MLK and/or JNK 
protein and a substrate. The level of JNK and/or MLK activity is 
measured, if the activity of the JNK and/or MLK is found to decrease in 
the presence of the compound (when compared to the activity in the 
absence of the compound) , the compound is confirmed to be a JNK and/or 
MLK inhibitor. This compound is treated with mammalian neurons having 
activated Mixed-lineage kinase (MLK) and/or 

c-Jun N-terminal kinase (JNK) activity. The number of dead neurons is 
determined. A decrease in the number of dead neurons (in the presence of 
compound), in comparison to the normal number of dead neurons, indicates 
the ability of the compound to prevent neuronal 
death . 

USE - For treating mammals with neurological diseases such as 
Huntington's disease or Alzheimer's disease, which involves nerve cell 
death by glutamate or kainic acid mediated excitotoxicity (claimed) . 
Dwg. 0/14 

L27 ANSWER 26 OF '27 WPIDS COPYRIGHT 2004 THE THOMSON CORP on STN 



ACCESSION NUMBER: 
CROSS REFERENCE: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE { S ) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



1998-46 

1996-18 

C1998-1 

Nucleic 

to EPH 

useful 

surviva 

B04 D16 

CHENG, 

(HARD) 

1 



6665 [40] WPIDS 

8446 [19] 

41455 

acid encoding Elf-1 protein that binds 
type receptor - for production of Elf-1 protein, 
for regulating proliferation, differentiation, and 
1 of cells. 

H; FLANAGAN, J G 
HARVARD COLLEGE 



PATENT NO KIND DATE WEEK LA PG 

US 5795734 A 19980818 (199840)* 53 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION 



US 5795734 



CIP of 
CIP of 



US 1994-308814 
US 1995-393462 
US 1995-455001 



DATE 



19940919 
19950227 
19950531 



PRIORITY APPLN. 



INFO: US 1995-455001 

1994- 308814 

1995- 393462 



19950531; US 
19940919; US 
19950227 



Search done by David Schreiber 



Harle 09/886,964 Page 21 



AN 1998-466665 [40] WPIDS 

CR 1996-188446 [19] 

AB US 5795734 A UPAB: 19981008 

Nucleic aid (I) encodes a recombinant polypeptide (II) including an Elf-1 
polypeptide (Ila) sequence at least 70% identical with 209 (2; murine) or 
200 (4; chicken) amino acid (aa) sequences reproduced, or their fragments, 
which binds specifically to the EPH-type receptor (A) . 
Also claimed are: 

(a) a recombinant transfection system comprising: 

(i) gene construct including (I) plus eukaryotic control elements, 

and 

(ii) gene delivery system; 

(b) an expression vector containing (I) and replicable in eukaryotic 
and/or prokaryotic cells; 

<c) host cells transformed with this vector; 

(d) nucleic acid (la) encoding an Elf-1 polypeptide having a Cys4 
motif at least 70% identical with the motif in (2) and/or (4) and 
binding specifically with mek4/sek-type (A), and 

(e) chimaeric nucleic acid (lb) encoding a fusion polypeptide (lib) 
consisting of (Ila) and second unrelated aa sequence, able to bind 
specifically to (A) . 

USE - The cells of (c) are used to produce (II) which modulates 
proliferation, differentiation and/or survival of (A) -expressing cells by 
stimulating or antagonising intracellular signalling mediated by (A) . 
Typical of many potential applications are increasing survival of neuronal 
cells in culture (e.g. where intended for transplantation), also 
therapeutically in increase neuron survival (e.g. treatment of Alzheimer's 
or Parkinson's diseases), to prevent nervous system and 
lymphatic tumours, to induce differentiation of hepatocytes to form an 
artificial liver, to induce cartilage and bone formation. 

(II) are also used to raise specific antibodies (Ab) and to screen 
for potential inhibitors/potentiators of receptor binding. Ab 
are useful as antagonists, as immunoassay reagents (for diagnosing 
neurological disease, neoplastic and hyperplastic diseases) and for 
screening expression libraries. (I), or its fragments, are useful in gene 
therapy, to detect transformed cells, to determine levels of Elf-1 nucleic 
acid, to identify mutations in the Elf-1 gene (to assess risk of disease) , 
while its antisense sequences can be used therapeutically. (lib) are 
useful as affinity probes to detect receptors. 
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AB Manganese is known to induce neurol . disorders similar to 

parkinsonisms. A dopamine deficiency has been demonstrated in 
Parkinson's disease and in chronic manganese poisoning, suggesting 
that the mechanisms underlying the neurotoxic effects of the metal ion are 
related to a functional abnormality of the extrapyramidal system. 
However, the details have yet to be elucidated. Here the authors report 
that manganese causes characteristic internucleosomal DNA fragmentation, a 
biochem. hallmark of apoptosis, .in PC12 cells. It was transcription 
dependent, relatively specific for manganese, and blocked in 
Bcl-2-overexpressed PC12 cells. The results indicate that apoptosis may 
play a role in the dopaminergic neurotoxicity associated with manganese, the 
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first metal to be reported to induce this form of cell death. The early 
biochem. events show the impairment of energy metabolism, and the process may 
require new synthesis of proteins such as c-Fos and c-Jun. In addition, 
manganese induces phosphorylation of c-Jun at Ser63 and Ser73 and 
SEK1/MKK4 (c-Jun N-terminal kinase kinase) at Thr258 and tyrosine 
phosphorylation of several proteins. These results indicate that 
manganese activates specific signal cascades including the c-Jun 
N-terminal kinase pathway. 
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